IN 1111 iMrrip sTAmi ^^iwr ^]n® imK«K ©ppice 

For; C ■ yclin Depei^deHi^ Kinase 5 : 
W8sfe#on, D,C. 20231 

^fersBCf d appicjg^m (pufeMslMKl osM^wsi^ssr 21, mU m Pal?. Me. 290a/&l729«Q) dMe^l May 1, 
Ml6 IS k msfostps to the >MiffcaJiOT of N«n-€«smpigrt Appal l?i^f Iss^isi o^i Descemkr 22, 
2eC|6. M A«!i^em i^Hifa €iF || I All md 1.121 to « CMic« As^tte. was ofsgmlly 

fsM OR A«p:pi 23, MM m %M^h wmdl poffem of &e text we^re missaig, <md reilted on 
Os2?ote 16. 20D6 at ke .mstoffl^Mt^i of &e Eleetenfe. Bsssmssc^ New cMtm M ~ 40 

added k IkiS Ameaeimeiiit No acikM has bse5> lis^.fefte Bxsmls^sn h0vvever. It is tspsctsjd 
ifes AmejElmgai: will fee «^ed, Ifc Noike of A|)|5>eal was also Sled lor Ms &p0mkm. m Aupsl 
23, 2006, maMag tids Apfjeal IMef <;)cl«lMf 23, 2006, 

ilfes real i» kte^slk Ifels i|ppl:i<>ali0»is St Juds CM«ta%.;te«W!fe Ifc^lM by 
vimse of®, assigws€^ste»c»d Isy Isolk jR:ams:d ijwslors 00 Peteaij^ IS, 21102, a»s| :»corOed k 
tl^<j U.S. J^ateat 011^?e a| M/Fras«s 01 291 M)S2S (4 pages). 



Senssl No. MM?78.927 

No otiiei- appi©ab or iMerfesi^ces are kmwa to ap^xsllmt, a|3|>eltet's legal ;re|jfes«?M4twe, of 
assigae^j St Juda: Q«l<teB's Ee«<;<ai-ol5 Hospital wliick will dii^eti alfct b« allscted bj' 

are a toM of 40 elmiBtijt iJbs a|f Ifea&a, €Wms 2-3, 9, 12,16r3| md 53-34 Mave 
1»«8J^celed Gkiiss 1041, l345, 32 a$Kl35 ai^Fen#ii3t^ New cMmis 

36-40 we?ie .ad(le<i is fe Aiseftdmmt filed <*\;UgiM 23, WM ii(§M^mtmrmii:mmnpm^yibe 
hppmmti modify fee claims based ©e fepeiioM csCthe Imapaite fiiW to fiate prosecmio^, 
l^sw plaims M 40 tesi claims similar |o cfelms p^wly FsyiMted bj? tte Exammer, l;tese 
pdor^^ectiofi© a55S adfesssjiilssfom based oi-j the assm^pion tip itef wMl be ajsplkd by the 
EMaffilner lo tee Bew elaiw. No ctelms haw bmialtewed, 

ClaisBS i, 4-8, IB-M. 13-15, 32 and IS - 40 are sn aijpesL cMms os j ;a|?paal are 

/K sm Tm aFAMEmmmm 

An amendm^m to an oimmnUxig ooa-final OlSce v^d^sa mailed M^sy 1, 2006 was flkd oo^ 
A^^ 23, 2M}6 aa«i t&eareil^d Oalpfe 16,1006 wljm it was dfecowcd tkatsrf poriam of 
tte textwsjre roksiag, lids AjnendmsM has yei to be Gilctail^eatot^^ by tbs .BK:aimtisiv.b«t 
Appeitots expct it to i>e @»leml mi have i?scoi|5arMed %km the el<«ts appeming m tbe attached 
appiendix^ 

K SmmMrGFimmEBSlimMCTMAMMM 

Tbe claimed: subfeet tBatiier k feas«! <m iht- 4m&vmy djM Ossabled 1 |>fs5teii5i (Dsfel) is 
^ fulktmte iM <;yel?«-de|>es^#i« kiitase iJCdyj arid is jselecds^ely pbospfeotylafed by 



Sedai N«JCMI78,M7 
Pi#, Ho. 172990 

QikS mvwo. B^s«4 oa.this <iiss?©very, 4ia assay to #MMi5:ite Cik? activity by sfeteciios of Dabl 
pli0Sph0rylM{O8 kp?wid4?d k Claim L Fags 4 lte 14 --^ 21; fage 5 Im 1 -4; pge 20, lilies I 
thmpgh papj 21, \i^s 2; aed page 21 |iaes24 - 31 &f the «^jieaJ*o».sh0w tim ife assay is 
based on tfee ^slerglScaiotv of two serine «jmii«j adds la ©afel that are selectively jliospl^oryiaM 
fey €#,5, serise 491 or 515, pmtcularly serifts; 491. SEQ IBHos: 4 aa«i S war e is^efjqsomfed into 
fts specilleatiaa bssesf osa §m fm feat they m&tk& m^mm% ®mmimd vMi the Gsnbanfe 
Accession niimte ptwided m pm of the defialto i>r teraan it^d mdmo Osijl p^otems m 
page 4 22 - 25 of the speci hcation. 

Fmtfe emfeodimesits ol the |t^#Mi«: feuml m €kips 32, 3| atid 3$ Mm to m assay 
based OS Ijaiminopreeipitatioji of Dabl usiEg as axstibody geoemied imsxx ao oiigepeptide, SEQ 

Il> Mo;3 > that coM:siii$ phosph^iry I afei seMS 49 1 Cpagi^ I S Mm 1/? 2 1 pag« 2 i ; liaes 4 ••• 

31 of the specilkMion). 

A {Mief emhodkBeitt fdijnd in CMm 3f miates to a*5s# to #fenwe CdkS aoityity 
by detectioo of phosphorylafed seyme: witld« acaoiidaS:e^^^s by edfeSactkity (see 

|?ago 5; lit^os 1-^ asid pags 20 lines §48 of ije speoiieMion), 

A fei^lfeer embodimept fejipd iP C:;ialM Jf reiaies to ihe idsmykaho^^o^^a.huBWl ^jf 
xmnmi^ Dab ! based <m sm^mmstmB^ m Om^^ :A<s<:mm (pap 4 lipes 22 - 25 of 

the spedlioatloa), 

A forfcr esiboditBiSBt fbu«d in Claisa *0 xdms miim MmM&ost&onM'^ Dahi pro^iti as 
aproteftthaicontafes SEQie M>:l, ThisissypporEodon|>ag«; 15 ipes 16 ■■- 21 ofdw 
speitfkatioP, 

The fbllo wing. l$sue«i are to be roviewed: 



Ci^j-am e*/ ai. 
SOTal NoJM)?8J27 

1) Wteiim Clato 36 31 are properly rdeofed uMer 3 §1 12, fet s^eoad 

iwagmpfes m prior ofUce acions as ii^^iaite based m iim of the terms "CelkS'' and 

2) Wh^stfeer Claims 36 - 38 were properly reyectM mder 35 ij.S.€, f 1 12, firgi pTOgrapli 
in ptior-offioe actions- ftr failure <>ffc spsciitkatm tp de^afee .a s^lfcimt mimber 
of ^^p^cbs; m m^ppmt % u0m^^ 

3) W»er (:imm|> 36, M m)d 40 wm^ priypMy f:^m^i md^3S iJSX:. §11% mcmd 
paragraph IB prior oUce actions mdefiniit: based dji u^^e of the lii^rm ''candidate 
sequei^ce", 

4) Wtete (;;iaini 39 \¥a?i prf>pt?rlv ?^ec^ted imdi?T 35 U.S.C. § 1 11, second pamgrapfe m 
prior office actloBS as tefeg iB^BBMe fer coefewoig^g^^ mmmmm numfem. 

5) Whether (Ik» 40 w §112, fiM paragraph m 
prior office mtiom fa wm^^g rKjW mamt info the 4M^$^- baM onlnc^iusicm of 
SEQ ID NO: 3 a^s a strociisml limlt^jdpiL 

6) Whether the aii^^r^dmmrtled on April 25, 2005 k prop^sriy obf^cied to i^ndor 35 
UJa; |l32(ai for mi^x>dwkig new matter ioto te disete^oro of the kiMMion and 
mfroduclng fhe ^feged mw mmm Mo the c|aiM$, fets j^ee#sMng their reieaten 
on this gro^Bd 

1) Wkm&m ckte 1. 4^, m-lh mAS, 32 Mi 35 aro properly rejected ^nder 35 !j:S.C. 
§112, Sm paragraph, Mlwe to co^^piy with -wnto desoription rer|):^iremem. 



4- 



Fufo. N0, 2002/0172990 
A Tim terms CdM md BM^I wem w^ii Jmpim m 0e 0^10 tM mm ik^ premmt 

the terms ^'C4k5" and "M V^ xmw ^^^msmtsd hy Gwm - 18, mder 35 DSO § 1 12, €mi 
and second piimgraphs asserting ^attfe^ mm& are unclear. The Exaa^feer liM stated ftat there 
k«© ''ttkar defimte" of tfee terms "CdkS" m4 "ps|>r' m tl^e sped&aiaR mtM even though 
thess toms may have hmt usi'd k tlie ait at ^le time of tke mveMion, Ae ddliMlifeas of tiie ten.na 
m the speclilestbn are saot Itested to those "CdlcS'' aj>ii "Dab!" polyppddes that wsm kmmx xn 
tteart Mthe timeof fcMvemki^ 32BMSi ami 177I2S1. 

Hsg Esmjtsi^er sfated ihat ihe specAncaiicm idk to defiRe^ w of tte Dabl and CdkS propejtjga 
are jiecessary for inckisioe of a eyclk-depejMettt kkae m a dlsfibkd-l protem wlach b disiinct 
in BmpMma fmm umim proieias that may shai^^j lh«se cl5ar8ctensi.|es, 

Even feufb |he Bxamlaer actewledged tor Pabl a^d Cdk§ wskj kaew^ m \ks m m 
ite t ime of Ming of die lnviSHiio» and feather aGtoowledpd that the claims were: j^ot drawn to die 
I>#1 0r C:dkS polypeptides fcmseh'es, he asserteil feat Ik; terms must he Im>lted to particular 
sscqacjtces to meet th^? reqmremeRt of 4«siit5iteite;js, 

XhefBis a stroag pfes^mptitsti disi as Mesjitgte writteB. #scrtptioB of the €:fced 
iitVeBti^ais present ^ the ^ymMm^lkm. Inre Weriheim, S4i ¥M 25% 191 !j;S,P.Q. 90 (Ct. 
Ciist Pat. App. 197€);^^i; Matmi of Pal^M Exaassisg PTOte (MIW) Ssc, 2163, page 
156, eo|. 1 . I'o avesrcome tKs piesiiMptiOT. the ImamMer bears tlw iaitiai fessfden of pfesesuiig 
evidefiee or rea^ns w&y a- perso^t sid W k the #t woMd sot reeogm?:^ that the write 



..Pub. H:o. 20)2/«l?299i) 

de^eriplbn of ii^veatian prwides support lor il^e claims.. 1?^ m Wmheim, S4i F2d # 2t>3- 
264; ^£>^? £^l^<^ MPEP Sis^c. 2 163, p^ge col 2. Appdl« do b &e Examiner has 

ihb bmfei iii; this e^ase for the? rea^s.5sei &rfe bekm 

The terrp« ''CdkS" ^.d ''Dal? I were well known m the Mi a$ oftke tlmg 
d» of F^fenwy If, 2002 aod are ^bscrlb^cl m tUt spK^<mkmk>n m a manaer ^0?^^isle^)t with- ttese 
manMg?c. Fhe sp^dication d<?fir^$ "C<ik5'' as "apro^lm with ^>erw/^ ^ivity 
titet ^^tmcteall^v homoiogous to the mitotic cyeliB iepi^>^sd€^Hl kiBai>es''l:p. 4) <ed <ioliai;^:s "Dahr ' 
SB '"m\. mirmdMm adapter proleiii that is phosptorylafel by C<Jk5 activity and by reehn IpodBS 
kimse activity'" (p, 4%. A:ppellaots also iiK^I^ g^sfiteik. aceos;iioo iiiiiife^s &r hmmm ai>4 m^use 
Ea. tli^ ael1oiO0n 0f Dafel a^t homaa, m^^^^e <ijy mt go^haiik .»;^#on i|o^bs*rs fer C^lkS. 

s^howmg prior <>ckol that dojiCiifee proporoes of IMbl apsl CJdkS which 

dkoaguish thorn other €^o|ln 4e|>e?^d^^ a^id cbsely relatoil Dafe praams. 

1 0€S0 lero^S; are lo feci oreati oos of fee art used ?:o deoote, in each ea^^e, a cla^^s o f pmi.^ins 
with a imiqtie $«t of Ifeat^^^s th^t allowed tiem to be grouped tegethor m^l di^^tbgmshed from 
ovher proteins, evco ttose that a:^'o cio^iely reMled. loirtooro^^oro, 13^. 1 ooroa.$ C -urm^ a a?- 
invo?iior of ite apphoatlon wx^ peri>o^ of skili m art provided an e^cpert deelaraiio$:i 

statmg thai •'C-dkS'^, 'i:5ah.l and •'('dkS serine feioaso aohvily'^ wore well koowo terma Eii tte art 
at the time d^e applieatloB was E^idejico Apponaisc, fehihlt 1). Beems^e d^ese ten^B 

wore well koowo in die prior art sr^ exhau^iiive dei>criptio5i does rioi need to he reprodooed the 
s|>odfieatkB ai?d m. im is pmfmMY omh^^- t^MykrMrmh i^se v.. MmKkmai 

AMimdms, Ina i02F.2d 1367, 1314,231 U.S.P.Q. iL 94 (fed. aT.49i&) 

Appellaote do not rely upo^ the p»£r^ structore • i.e. the iSmum aeld soqi^oee, of aoy of 
lh€w protefea to Imprt pateatabilliy ufoa the elaimei eoe^ositkns. Instead Appeilanfe 
pmperly rely oil tfe feowledge of tboj^e $tmetu?es to si^ppfemoot tbo deseriptioo of tfe no vrf and 
unobvioos aspoo^s of tl^e inveridoj:;^ in tfee speeificadoo. Keeltadoii of dieprinmrf stni^oia^e of 
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>5|M^;dl|eally li^^^pfeo^yted <^ ^rfe w»aa pr^lted (^andMtte se^^:!:^^?^^ CdkS is teb 
fer im^iii^tte^^^^ u)v^J)tl« ij^ r^oi b^^^ed on. &e bo verity or no:^o0vioi?sBei^$ of CdkS of Dab I, 
fe^ Mter oft Jsp^oM mtelOTsJy^^ as tai^pt fer tbe I^M tk^^ iatfeo preseM 

aipp|ioal:io'^x t'lie- i^:rvo?:^ti0:n.cki:mijd iji/ite ps^s^^sBi- apfilioi^tlo^i Is direc^^^^^d to a ujd:que ^.r^^^fed. for 
cl^teOTUBi^i CdkS ^mj^^ kfem^^s tkk ^mM i^mMmMp. 

fe V. "^^4'.3d^-^, 2mli WL 145304(1 No. 05-1 324 (t^ed. Ck May 26. 

2ec^6) th^^ CotM of Appate for the l^ed<^ral COTt CCAICl ag?^^4 wi& ibe Boa?^ F»t 

l^^^^drm s^qa^aoqa oir sp^^llk o^^^r^pbs for msyog a p^>j^¥;ima woolrp 01^ tiM p|;$i::as^? 
'Iiicoipomted by tAmm^\ VSmwim, mC^0^elal v. E^hrn^ ei d, Ko^. 0$- l44S0, 1411 (l%d, 
Cfe: AiipM 12. 2«S), Ife^^ «v^^sM tte B^^^^^^^ ;B«d imtclatas? g^n^a 
oo?ripo$e4 peees of k00wii p^i^s #4 ?^ot aeod to r^^ili^ i^e teow^ $ e?|uoao£?s to ^sali^fy 
t:bo w:ri^te;ti da-^;aripioa :r^(pirem». 

As kav^ ^rgi^M in ih^ pr^^^o^^t oaao reprding mcorpOMfen of ''Dab! arsd 

''Ccll^S'' sfegueBO<^s^:tte CAFC Iwml tbai at tiso ime of glksg oftl^ oarlmt feg^ agplkaiion, tte 
pOK virua geaoBic was wH km>w?^ to those of ordmary akill m tho a?t a?? ovide^icad by ptiblk^ifex^ 
oC ite g5^;nomo m pr^fe^jsiws^^ jou?ny In \^ie w of feo wdl know Ml p'ij of tit pOK vkua 
g^j^oms, js^ekfe the ffiAI i^r the C;AH: Ibi^id li ^ao^sgsary fer tho s^pplkant to moo?:pomsi the 
knowo. poxvirus g^oow iMo m spmMimkm^y w^mrn^ m mMmm, jmMm.%m CAFG 



ite fimiiar aslage that patent -iwd mi tm^ md pceMbty omiSi is weJi taom isitte 
m," camg 5|?e<:!im~/»^te, Im. v. Cmmm, McMXl FM m% I (Eed. <;i:r. I9i7), The 
tmm *1>8l5 I" am! '"CiikS" wfe m;!! kn©wn the art' at ll^e tinw tlM pessBt spplkatioii was 
iied a««oscUpg io the r easamag used fey IIm? CAFC m Faikmr v Iftgiis md Cc^^mn v- E^hm-^ 

paragrajsEs. Ttereisre, Appsliadts iespeetMly m^m that pe^foas r«!geetfens msd® us^r 3S 
IM^ § 112, fmt and secom! pp'apppbs imp reaper mii $kmM « be applkd to ftew nMms 36 

€i0im M ~ it 

:to prtor Qfieev^ctiam, lie E»»i»er rs^eeted cki^ m&m jS IJ.S.C', 1 1 12, first 
paj'sgrapli iw&ite t<.> desmfes a suffieient ppm ?i geBsjs fbrCMkS m 

DafeL The Exammer asserted that the , geBASJi^iapsmpsss ^.s^idelj? vafia^t species wife 5'$:siM;cl to 
struma mid timt thtvtke© gft^lsa^k 00s. prp^iiei Isr C&S sad t^w geabaafe aos. pmyidsd for 
Dafel were ksaitiebm Kipresa^iiatiws the gejtas. Tse .Ej4»mex assetted that other thaiv 
tw0 wpesmtatiN specks of Pafel p>k|^ptktes, ifee spsellkatkti lalkd to dbckse aoy other 
addiuonal represcmaivc species ol the gej^uis, 'riie Exammer maiittatecd that: fee disclosut?; of 
the tw» repres^MtslIvs specks of Dal>l polypeptMss is issi^llcEefrt to. fee f epresenMive of the 
attMtJwies Bui fea^tsres of all species etj^jojt^passe^i hy tM ipmu4 of Pahl |5«lypepi;ide«. 

The Exapi^Ber ta»taijjed that the Bltefei «mt reiaiowsfeip cislmed hy Appjitots, i.e., 
thepho!sphorv:latloB of Dabl by €dkS, has^pi tea slmw^m^^M otfapisms thate?cpress "CdkS" 
mi. ^IMit " polypeptides. Ilie likagvltter asserted tiat there is no dlscfesnre |p the specitkation 
m- tfe tfee pdm m:<xln-3mmmm-fmmmiimsmlMi^ mm^m^ of tl^® mspective genm 
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wiA tfee prolectlos^ migte Mast be sij|jp^s-« by e^^ea&fe m msmm ^mm$^ tfe 

App. 1974); M^? ak(> iM m Wright, 27 USFQM ISII), OO (Fel, Gk lf$3M i?? /^ 

115 USPQ 152, 153 CCt. Cust Pat Ap|>, .1975); fo^^^ ill I.ISI>Q 41 iCt 

C^jsst. 4 m App. m4^ M m J&mMm, 17P USFQ 1^7, 1 ® (Ct. Cm Jfe Wm~ ApP- ^91^}, Eves 
at:&# re<^uestof A|>pdiafst3 ti^s^oughooi prosocutloB., &o B5?«k€!r .pj^vi<W-;9« .mio^al. 

evy<Mi:tfy supf sstt ior assssstloj^ ttet disclosed C<lk5/|Msl is peo^^ltif to a 

smgie sfsecios, Ift tlto absence of sooli sippoA Appf IJaots Booj^vit itet Exaj^pM has mikd to 

ivesikosgb tliis r©|;0«iojvsl®os aet aooi to te sfprostbsfly tssiejJOie: it. h mM. 

%\ipp&md bf Miy evkteies m f&mQnmgi Apfsslbmts h^jw e^plsiMsd ths? ste-s of the- 

discliosi^re fer all jjpooks thai hajrbof €4kS wi IMhl protems, Bwxipl^ 1 of t||« sp«iwtkm 
pfcwkte .results <4>tam$sd m s m0m»'tmM;vMih sfeow CdfeS si^eciiciik pkx^pbofyli^eiS iM)1 
at seoM; 49 1 , App«^ll5*s*s ptHavMssd evlsleaoe sbpwkjg paljl plwjsphoj^f (Mioa, oo. sen?m 49 1 k 
<:dk5 «sli^ity-4iSfen<leM l« at^t MO<lel m well (s^^e Evy^Me A|$pe»(lt^, :&ybtt 2), AppellaMs 
tfe provided s^i*g»oe aligotmBts Ibr mm^i,, m md immm C4k.S a$isl: Dabl iwMdk wej-e ail m 
tte p«blfc doHjafe M tio tiffie tfeo presssat appl«Mb& ilsd) siMswItJg itM bc>^ ase 
Ipgliy oooserwd ama^g tbo tteso spek^i (sts :ivy«jMS Appeodi3f. ImMMI 1). Appoltes also 
i50W?J^I tb^ ©atel allp^Mi; be|-w«®tj MO^ie sasl MuMn isl^ifl idgpM, s^soosie atscl 

iog ismm iteteal iBotss^ apd Mri is 8m IdssHicil, moyp mid mm !$ 84% Itelcal a|t<t 
?540use 5MmI ael^mish k^6% idM:l<^l (*i&e E%?l<te8 Appe^dk, J&jdiifeis 4 - 81 




A :cl^5.Mi> will t^m bs? m %i0k>^ \ 12 gmmk^m^fy m&mm th^ <???^l>odlm«j)|s of 

i^p^?ciika-j:k>n do ^^ot cojitali> -irx^irHpk^^ ^^K|>yciil¥ eoverftvg the i^^y of th<? olalrsi Isiogi^sip.. 
Thi^t ji?i><;:iJs^^-:>« Ib^? |>i^^:oyi1; Sspcsfios^iDO i$ writ^^o toj^ ^ i:jO:i^>siO:i;^ ol skill isi tj^o art. i^^id 
|><?rsoii: C0iJ^^>5;« l^^ (he^ p^^tiSJil wife k^-i^wf^dip of wli ai 1^x4$ C0n^<^ bs^f o . P lao<;d; ^ t^Mt o:$i to:?c 
Si Is iii:5;vj^»e$:.>sS^ry to spell oijl e^ory <teMyi of iov<?5:itio?^: ib:^ ijpevillwa^ ?-^UJ:^i 
fe^ my mmk^m ^ pmrnn ^f mM m mi tMm tm immmt pmmmm im^Mkmmi 

pOK^im^^- L&<Dwif^^, afer$<>j;5: ol^sM^^^ a^t, woirli l^i^¥^ Ixs^sti jifek Mmify a Dafel smd 
C^ikS pri>teio. fioo;i any d^?^ifed j>pei^To>s ji^Tid ds^femi^M if Dab I wa^ p-k>$ph<):ryia:t^?4^^B a ^seii j se 

l::!a vmg sMown examples of tew ^^p^cific; Dafe l pi):>$pfe0r|lali0a oaa fee a.Md a pB:>iy Ibr 
CdkS activity Mprmiit^^^^^^^ a^^d sfe^^wi^^g ite^ ^oijj^<?rv<5d amoBg 

apc€:fe, Appellai^xi^ subinlt tl^at o^^ ite art wcmM feave m ui&g: tfeis n^feod 

to ifetel; a^livit¥ oimy- Cdkl mMim ote SiWiCm -Aetm^l^liy, A|)|)e|laMs 

d^s^ribe a s-uikkpt mmte of^pc^ok^ were iiiiproper and sfeoaM |>e ^|5plkd to 5ie:W claims 
36 - 3S. 
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fie likaBiser rejecied prbr chm^ im use of iemj ''€mdy«e pxj&msd by 

cdliS activity" imfe 35 U .S>C> 1 1 2, second p^apaph m feefeg liKteimte: Tte Exajmaer 

liowever, tke B^amlMr asserted tills po^Mes ?kj WicMiss as m ^eep© ttose 

candidate scqtsssKees I'hsi 8.s-« "preieTred" by a "edkS aelivity" timi the lems remdapl 

fedeiM^e- The iMisssr masBiajs-sssI tte tys is iml^m^e view of Ite pdssfialtenesss of 

lJ» term "eakS asiMvitv" ard thai the scope of eaa<lid4ii:e se^qssj^sces those that 

fev c#S astivl|y. It is anolear Mm &e gpcikatferi aad lite claims as whste all 

that have a sorme MIowed by pro tho r1 posMion and a lysloe is* tte:-r3 position are tbojse 

seriiie Allowed by proline la the. 4- 1 positJOft aiid a lysis^se isi tho 4-3 po^sifen are asoaia to be 
enoompasse«i as Mfegss^M^Mjejs tte ''pelted" fey ''oikS ae:ti^l«y," 

A|>|ml:fai^ts ilmtfe gpeei&ttkm speeMeally tleliB«js a "e^dlte se<|uenoe" m a 

seiiueace of ajBiao acMs whicb corstsks a s«pe fbilowoc! by a prolm©: iit tbe 1 |50sdb» sbo a 
tyM is tbe: 4-3 pasttton, tke seme feel»g a pefyre^i sits fe CsfkS aetklty (ioftgvMig et ai, Mol 
Coil Ifel l6:;:MS0-6493, l99o, Evidorice Appepak, Isjcblbit, 9). Soi^gpag ei ai isaeh tb&t feb 
seq«e»ee Is a 4sst?i5oi optlrsal ptplMe stibM^e Ibr & G*SMn8M, l^s^lfeen^joi^, oji page 20 
Imcs S of tte spe^ioatiorj, App^jilams pj^clki^d rpsri« Dafel serfeos 4#1 asid ,S15 to be CdJcS 
pbospboryMoji siles teed oa seeiue^ice imalys^ mi then eo^^dmjled expodimeMs t» $how thoi? 
pediMioa was iras;. 

:<%pplkii^i« lm'"o skm-B tho tomis "€<lkS** aiiil "IMlsf" wem wi€ de&ed aod were wall 
kiKJwa by ii pmmm of skill ia ihe m m the time of filing. Dr. %oiBas Ctrifan, a co»ip^ej5tor of the 
p^setst a|spie<iti0rs srMi a prsoa «f skiil tte art stated if? Ms oKprt sleol^ra&f^illed to tbe 
AprifSSs 2CM)5 fospoitse thai "CdfcS sariae kisas© acbvity" was well apdeeiiooSaad used 
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was- well, faowa m the an timt seruie kma^^e refe abilty of ^ pmlek> (;m"thl$ ca$e 



-d^jiniiiosi of.a..c-sp€lktete ssi^pm^c-e-ml sfeow how tey determpe^l t ilie jsmm^s wiihk the 
cmElklafc $e^p^nc^^$ ftjfimd m IM earboxy «mmal domak of Oab-:l. wei;^ pte;|>lorylated fey cdk.5 

Appdte^ts ^^sp^ct&lly mteit that rs^icc^tl^m made j:^^^ 35 UBC | 1 1 2, iseeood 
paragmph wt^re improper as)<i slmM m>i foe applfed m tte ti^e.rftl.e tamv *'canikte 
k Claims 36, 3i a^^d 40. 

€i0m 39 

EMmmmJmmmm 

T\w Bmmmr m^m^i previo^js ef ams eoataimu Mkg 
k<!eSkte. 11c Examlii^t ^^§gjme<i tte it i# well kno^^ m ojie skill k. the ari lhat ^equer^ce 
^ce$s;kn mjmtes ase :^pd^d % .iBodiiy kg tbe ^ieq:ue?:^ee of a panieaiar accesskM^ raimber. The 
ExaiiBter ^t^ted thM theri? is -1^0 way to kr^ow with certiaklj? llM the se^iiene^ 0! |t?ikaBk 
accession iiTOtes will »t c top. 0^5#a?A; a^eossioo nimkee are i^ot siaio, hot can chaof e by 
mis^imt "The li^Kamker pawkfed. m^. oxampte of iho revfeloii hktosy for A^oessksi i^umfoer 
X?6I @4| ., a pn^telii UErolatod Co kiS: application. (?^ee Evideiice Appendix, li-xbibit i 0)> 



The ILS< Fate^t Office im pre vkwMy aeeepied Ite yse of geofeaA accojsgk^^ mimben m 
eiaims to refer to bklogieal sei|;«^e?iee inlbiTO^tion kno wri a^^d a^:^ailaMe k tfee prior F or 
exaimpk, IIS. Pafej^t No. issm^d Augast 3, 2004 elaiiBS a. tltehla^tgi^owk feotor 




& skill in. ite art torn the moamo§ of "edk.5 ^^erioe 
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revm^m hlswy for tMs gei^baak accession number §^ow$ §M% wm tmimi mi 7 times. 

A:ddlfe£ml gran^M pale^ntsj whfeb Ite wms ^Itewed 1:0 refe rms^leoiJe or ammo 

mmm to, us. WmmMm. 6349342i 43 ,006; 6 J90 J72 aimi 406/,0i5. 

Sii^ce tte a|>pears 10 be f er m eile agai^M ^s^? » a^:^ces« mimtei^ U5 

claim?., AppellsMs ask ilM the ijse of gSBMjitk BUJBbei^s b<^ altered inthi^i injfftee<^ wl^ers^ fh^; 
se^ueric^e itself does iM>t go to tbe hmit of tk^ immimi, but m jsimply m*:fel mlbrmadm for 

Ib a €0p^ af tl^^i:«^vi^ioi:^ hbtoj^v Ibr Aci?^^55i« Hi5n?ber K7b1.04i pnwid^d Iw tl)e 

^n ifee C-iffic^^ Acticj^i d^tm A^igujii 22, 200S ($ee liHid^oce App^j^di^v. f-'xiiibit 10), e<:ich 
the accession n»feer was rev-l^sed is eieariy steowrt FmtlmB^ore, a Imk is provided m- that 
orje cai^ review Che eoi^te^^ts of the a^ccess^e?^ rmmber fi:>i:" eaeh d^^te prior to a Te¥i$ioB. Sii^c^^ a 
:pemM.0:f skill ia tte art teows ilmg dal^ of the prese:rj| ?i|Splicatkm, &at pmo^v caa easily 
aeeess the sec|aeoee if^ ps&ank tdat ^^as kaowo ai that iim^. ■rhe|:^i)te, use of g^Bfeaj^k. 
a:ec^$sioB numtes k the o&imsi is ctear aad deiaite, i%rtfeierm<>re^ any eha^ges th^t vnigk be 
:o^:a^e to tie COkS or Dafe i se^qiieoee^> woiiyd r^ot be e^^poele^l. to eh^^sge the cl^araelerisOes of 
ttee pratems thM impomtM mMm eo^fet of the eldmed mveatUm 

Appelia^ls: r^^peet&lly «w iMt rgeet^om made wier $5 USC: § 112, seeo^d 
p^ir^sgtapfo, teed 051^ the assertio^^ tSmt tk? u^^e of geribspk numbers ]^B<fen5 the dates ii^de^mie. 
are improper aod akMiM i^ot fec^ applied to Claim 39. 
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k m attempt to aadi^is^s tfee Examini^s^ i^^tioo. ^fprevio^^ c^laims ^«mg thai .a gena^ 

mafe |i> ^yMd^Btly dMmgMisih it torn other mat^bb,.i^dlM|:§ ip c;Wms to 

ftat I»l protd^i kclMe SEQ ID NO:3. Siif^port &r SBQ ll:) NO:3 a^ri be fbm^a fm 
3, Im^s 25 ^ - 2f mid p^ge 1 Ik^^ 164 7. 

ib;r D^bl prokA^ u^Ar 35 lj;S..C. 112, fimpp^gmpfe for liwtiag m^w mattc^i". The 
E>tsmb^r ess^e^ted that wMIe the disclo^re po^l#s suppcs^^ for lie popddis ID MD:3, It 

malMaiaed tte wMIe all mamtes- of the genus ofBaife I polyp^piides the simtted 

ifeali^re of the 14 amirio aekl peptye of SEQ ID N0:3. ^fei $ s^ru^tural iew^^e does Bot comtltute a 
"'*§:afe$»tid .poitiotf* of tfee ;gi*iiB$ M'reelted D^bl .pf>lypeptkl^* tte,. #se l^^^miner :ma^?:^tsii^ed 



SEQ If:> NO;3 eojrnpises 14 amisK) ^Md?^ fcu?^d M tte e-^tem^kal pos^ti^^^ of the Dab] 
proteia in sc^veral dlfleront sp^^oies iKiudhtg mice, rats, ImnmM, bhdx, do§$ a5^:d cows. IhmeiHs 
tim D^fei, even ebse^i^ reWM p^t^teh^^^ $aehiis Dab2, do simre dite s^^fu^j^oe. SEQ ID 
N0::: 3 k pro vkfei as a eooM^oa straemiml. r eferei^ee lor ge^iuji; of Dab I prolate 1^. i?ap|>fe?^ent 
IIm distmg^ii5l)i?)g fes^ of P^bi B0J:exi l;0 the s^^^eifii^afem A peptide havlug ihe sequpK^e of 
SEQ ID N0;3, a.s sbowo i?i the ^^dlkail^H, wa?^ o^ed aa aB ^^tiger^ to gefiemte aa mitihody ttei 
b^??4s to PabI . i 5:15^^ of tld 3 ]?eptld^ an psilpB t^^^als to oiie of skill io the m that ihia i$ a 
segaeae^ that m cfcaraetexislie of Dab I aad o$$.ftil dlstl^giiktof Dab I. Itoorofcr pmle^o^^. 
Tterefere, ioelirsio?^ SEQ IP M):3 in d)e cMms as a^aime of D^fc J m fiiliy $^pj>orted by 
tfee speelfieaiion and is 0o:t t^ew ^»tier. 

Appellants respeei&lly siteirth^t tte teieeioiimade^^^^ 35 U JXX § 112, first 
paragraph, &r bwting.B^w n;5:attes:, ahodd irt 1^ ^pIM • tp- CMm 40. 




m tM Mp0c0kMiiim wwk&0 the '■mc0rp&mimi rs^rmice *' spm^icaMy smimi im ike 

Cimms I, 4 - • i% H) --II, iS ~ il, 32 m^3S 
The EsaMm^r ofegecfed to the April 25, 'Mm usfe 3S IJ.S.C, I 3i(aj fer 

ioiredpciiig new mmJ^i iM& tte disclesim I he Exasaiisef asserts tto aectMmg m MFEP § 

the spes^itkatlmv a«d must; (j ) ,Exp;€isS:a«I^ar iateMi« kcwpome by using the root 

woi^s ''mes>rpmt(^}" &M"refMm&&'' (e.g>, "inciM|:>drafe hy:r^let^ti0s-Ji8ad:(2:) Ckarly idefitily 
the ye&reac«d p a^em, appSlcaioj^:^ or pi^lslMioa." See 37 § LS7Cfe>- Furthermore tl^e EjcismtMf 
slates teMPEPf: lwt|^#r ":p]f refceos^e tc> a <teM<?tit does boi dearly 

an isleBded ineotisoraiioa by ^tsfe^m. examtjsscn proceed as if no ine«|)ofaibn 
fey Mfetsne^ statemem has be«n mside and the Olike will wi esjpend resources trymg to 
Meimitje if an mcssirporMlon by refeej^ce was kite»de<l> " 

The Exaffimer te|Octe<i (^kmis 1, 4-8, 10-1 i, 3:| aad35 as tkiling to ^&mpfy with 
the VKTitteti 4eseri|s|:l€m re<|i5feme«t> The Exaaiser asserts tfea;! the Gkto(s) «o»ia eet matter 
which was oot described m the speeiieaticfn m. smb. a. way as to msonabiy eanvey to «ne skilled 

.eijiii.BedJjwejmon, 

Frior »s mafcmg the fmsmt ©bpeticm aitd fe|Mtio{^, tite ExraiKer ijre^bttsly delem>|j5ed 
tfeat, S:EQ ID MOst 4 mk! 5 were kis;nded I© he lBfiOi:pof ited by teierot^e^ based on the iselisMott 
of &«i tippropmte gei5ha»k^tm^^^^^ Ixaisiaer wftMrew m obfeeticsa m Aug« 21, 

;2Q05 ©lice Act^^sn, sMteg that the diseiosed GersBask Aesessi^ Nam k she specifieation Is 
eonsifaed to he m Mmm '■mmtp<ymtkm hy Mfemtes", atsd proceeded to e%ai#tie the elMms 
based OR the intiiissfen of SEQ 10 Isi0:4 fym^ B01). On ps|e 9 of tfe Ofise Action: doited 
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B&tmmy 21, 2M^, ikm Enmmm iMm^^d u claim tM mmpmmd SiQ ID .N0;4 s«d iodkiaisd 
NO:5, wo«ld be allewsii If wmtett inmdepe^KieiJtf©^ I towevsr, m Olliis Amkm mmd 

mk^m sii^^m Ibr SBQ II> mi4 SBQ: m WM mmt m^ m^MUt Claims I , :0 ami 
31 feped tfee eM tl^ root words "keo}|>0fMe*' aad ''re&jfne^ do not ag|>sax in this 
spmMcmm:. A^mr&ig to tise Esj^mBesr, svea thoi^gfe^^te gstibaak accession rsumbers «rc 

associated with, sfeese accessjos atimtes SEQ ID Mos, 4 mii I) because the spselficaifoo 
d0es mot speeiicsliy stal:© th<i asc^ssj^sa mmtbers are to foe irtcorpefat^d refcseBcc. 

AppeHaBisj~cspfiet&0 y dsMgre© witk tte preceding ol:ge0ym atfd s^icciioR of tfee Claims. 
Tlie r«g«Moti cited t© sapp^ft tbjr:ffi|ectio», yr Gi^M.§l3% mm sddosl ;Oti Sept- 21, 2004 
became eiective Oct 21 , 2004,, well, alkr the Fekisafy ,19, 2002 ffling date of tl5e,presem 

Fwcmmmm. mW ^mmi^wmmimmMm «ij Oct: 21, 30O4 tfs kclmletbe 
lisfigaage stated m the sbs>v© obiectioa by tbe %asii5:ief.,A|3ai;ctst i?|spMeat?<ii3. should aotbs. 
Itelted Misig to acifessFg td Mcs ©stafeSsI?^ ^fi^lte Its dale, 

liowc:vs;r, ew^^,if AppeOams 8t« Iseld !© tiijS::StaivdaKd, 32 CJJl. § 1.57 4o®s allow 
eoractloji to compfy with piraifiplii CbKI ) of i^lr^ete If fto applMow; ifcd cMy 
eosveys ia»t to iaco^ate toe phonal by p?&«3ce. 37 C.F.R, f J . 57 (gP) states tto [a| 
eairrectioB to comply witfe paragraph (b;j(2) of t^s secttotris pertsitted fe^ wa$ 
gail«ics:5t!y descrifeedio uoiqudy idotrtsfy t&e doc5i®e«t. 

Ok page 4, |:m«?s 24-2S of the speciScatssm, AppcllMs spectfejiOy ikMrn Dmi pmmm 
mimkMBg^mmm clotted &>m gejjlmak sceessioE timt^bet-s aaiiiS 1: aad 1 77128 L As 
ApiJellMts argsfcd earlier m its re^spotJise daM June l4 2§05 1» the Exaoairier^s asscrliosi made ia 
lit© Mvisory Aetion JSaiM M^y IS, 2093, iael^js|fflg ties^ ge^tfesk mjmte as pa* of tk; 



Cmm\ i'i ai. 



mM:^im-AppeMm&dm mM^md <Mmg ^mrnc^B m^mk^mmpmmd m& tile 
speci&atte were the s#s|«aGs:s tmM m tkc genbaak Mcessk^i mimbers m tie time of filing of 
tb« ^pplieatm, IIk^s, Appeltos have MMM m m^mimm of 37 1 1 .57 (gXI > snd (gM2). 

fe iigki: of tl^e argiiffieiMs;prese?5led above, /^ppetets Imv^? ovs^eome the ooisictios^i a^ii 
r^|:£stwE ofClm L 4-8, 1041, 13-15, 32 and 35. 

Foi-tl» laregoiBgressoas, Appllai^l.s beMeve tim tte Exii^mmers m|eetlom of Claims 1, 4~ 
8, 11)4 1 , 1 3-1 1 32 35 ■■■ 49 si« e^pneotts sjijd j^^emi iff « «s#MI?5g tf |«ctkais m telo^ 



332NorthLaudenJ.sk 
IMeiiM: «>M95~2?5l 





Serial No, 1CM>78 J27 



CMm 1 A e thod for ii^teciing cvc Im dep^dem khim^ 5 (CdkS ) -mrkie ki .activity m 

protei:?! {D<:s:bl I in k plmsphory|j:^i:e4 a ^i^rm^^j B^tected from 

gmiip c<Mp$mgof aj^m^^ M i^o^iioH 491 of tte polj^ps^ptide by SBQ ID 

M():4 or JE-Q ID !^0:5 ^n<:l a po^ftio^j: 51 5 of ife polypeptide MC^ded by 

SBQ ID N0:4 or SEQ IP MOjS, vvlm#fi pfempi:C>ryfeiM of said ..smne 

mdk^ue ^ tte p-e^s^Hce o f acti ve C<:l k 5 iri said ?^al>•^p! e - 

Claim 4 The of I wfeemiimi bbbgkal sa^^pte is ij$oted lroEV« 

$etefed:.ftojp gwu:p ccsrms^mi of mouse aiia human. 

€^05 5 The matted fjf claim I wte^^im said feMogi&:ai isampfe lsolai^?d ^ob^ tlie gr<>a|> 
C0;nsjsifeg of braio Mid blood. 

Clam^ 6 Tim method akim I wtem safel fefeloig^cal a:;^m|sla iss ij^0la:Cod ftom^ aoll 

Cmm I Tte m^Jtli^>d of ^slmiB I wMcli c^ompi^l^NOjj^ Ifem 

s^^id Motogkal $^:?mpte p rbr to: :>^l^^ osMg to a5^tibo# feat binds 

to Pafel pl^osjphorjkted uM m^^^ph0rfimd m md sprim^ 

€lmm 10 Tte mMliocI of claim I wfeeram |5fe0S|>koj"^lati;oj^; b fcarmiwd tssmg j5b 
amibody tkal fei^dj^ to &^bl o^ly wl^ei^ it 1$ pfepl^o^^li^ed oiii said j^s^rm^. 

Claim 11 Tte method of dalm 1ft wliereia Mid ai&ody raised apimsi; the i50lypopdde 
feiwt TFAFRQSS(FQ4)?Sm (SEQ lO MD:! whiai ^«iaks a pboj^p^ato 

Cmm. 13; Tfe^j^ iH^tfe^d of $?kmi 10 wfeei^elB p:yjimiOody polydos^al 
("Mm 1 4 The me tod of cMm 1. 0 wtereirt ?sa?d aM^ body b monDclORai 

IS 



GMm 1 5 The- meted of ckim 10 wlwmto.Oabl. pteptory lall^ by rag 

t^^cteique?^ con^iisfiBg ol\rM50imm 15:^1.18 A. ''saiidw^ch-' knniiraMi^mys, 

a:?>s<;iy:^, in siti^ imMuaoassap, western biotas, pr^oipiif^ti^a r^a^lfons, aggluiij^x^ to 

Clam 32 A meihod i>r det^ctkg-cy^im 4epr^«feal; kinase 5 iCdkS) ^t^riiie femas^e aciivilym 

i^. biological s^n^ple, whici^ method compii$t^$ ;imm^.^no:pfecipiia:i:i(>0 of moos^ 
Dabi tw>de^ by sapemw ?s^i-fe1l> m SEQ ID HCM torn $^4 bfel^glml 

gepemte^l uxkg SEQ ID NO:3 Ipvmg a f feospteylMed seime at positm 8 of 
S EQ ID NO : 3 arj anti ge ; c^eie^tmg biMiBg of tfee pbosphoantibocly io s^riAje 
491 of saidDabL wl»ekfWrf£^g of pbospkmSfeo^ly to miBe 491 of -mid 
Dabl io ;such biologlc^iy saB^ple lodfeaios the presoj« of CMkS t^rii^ ki^MiSi^ 
«iv5|y m said; ^J^H^pte. 

<;:iM?n 35 A method for domotmg oyclm depenOeni kfei^se S (iJdkS) gsrioe kin^^se ^i^i^tivity in 

Dab I «oded by fbe seqai??5ce sei fe^^ ID NO ; 5 Mm ^jaid bio 

?samp&; co^^tactini ite m^fe a pfeosjobombb^dv 

ge^-ie»oa usiog SliQ ID NO:3 liavi^ig ^rpbo^spboryb^ted serine arpositioB S of 

491 ofmtxi Dal? I, wb^rem felp<img of Ibe pbospbom^bbosly to s^sxioe #1 of ^>aid 
Dafel M ^aeh biological ^a^i^le fedi^ates tbs? pes^nce of CdkS s^aae kiMJ^e 
activity in saia smiiple. 

C;;IMm 36 A TB^thod Ifer det^soS« eMm depa^des^l Ma^s^ S (CclkS) ^s?riBe kl^e activity in 
a biologfcd $ampi^, wbkb ro^itbod <idMpri» d^^l^pnliilBg wibetber fee corboxy 

^9 



temmial dm^m of Diii#kd 1 potm (Dab l ) m c^ai4 sample plia$|>tory!i«d oi:^ 
a ^erme wiehm ca^ite ot^^j^^^^s pr^fe^i^l fcj^ cdlcS a^etmiy, wl^a^m 
pl^^sphoiryfatim of I^^^^ <m said serke imfcm^B the pre^^^n^e 0 m 

Claim. 37 Tk> me&od of claim 36 wterem said se^ime b ^^l^eM iwi ti^o gm^p cmmsting 
of a s^nn^ mrespoTKtmg to |K>:sMof^ 3 of QS.S'FSE (SEQ ID HO: I ), sm:^ jK^sj-Hioe 
beieg by #iptmn.t of CMjI with r^lbmic^ to atomo .acid positions of 

SEQ ID N0 :1 and a serine at position 21 of SSaSIIVSIIPTADDIFE^^^^^^^^^ 
(SHQ ID M0:3), soch: p0sitio;ri. beiBg d^lMi^M by aligm^M of Dabl wiih 
to affimo acid poaitioii^s of SISQ I0 NO:2. 

Claim 3S A .m<Jiho4 lbr del:mki cy^^liti d^;pn<b?» kinas^^ 5 (Cdl<S)^i^rp^j^ kmas^e^ciivjiy m 
a biological sampb^ wy^h m^d^od camprii>iji> im^Bo of Ps^bl .fron^ 

sald biolopcM s:ampk5 co^ts^ctfe-i tii^^ im^^^UTOp^cp^ Dvkl with a 
pho^pkosrfbody goooratot! iising SIQ ID NO: 3 OHvlng a pho^spborylated serine at 
posltto^ S of SBQ ID HO:3 M ajitigs?^?; <Me;ofeg Mmim.g of tfe 
poo^vphoani&ody to a mme wkMr^ a oandidati? ^^^^iU^^M^e p^fcrpd by cdk5 
a^iiviiy m t;he cartexy termiBaldot^am of said Bab I, whemm binding of the 
plaspho^tibody to ^ai:d $:orirjo of i^aid Dab ! io sooix bioloikal ^^aatpli; iodicaies 
tte pre^s^ric^ of CakS sori» kiaa^o activity iJ:^ Mid >^ai^:5pfe: 

Claim 39 A m#)od ibr dMoctJBg oy^liu di5poo<i<eot kd^ase S (CJdkS) serioe kiriaso activity in 

pm^^io: (Pafei) in..$ay. sao:?pk- Is ptepboryfefed 0:i^..a s^rii^e .^^loct^d -fem^ tlie 
gm^ip consktmg of a oorr^^^p^tiidm^ to po?$?tlon 491 of thi? ^mlM acid 
seqooi^co encoded l:5y tfe iiuokotlde s^^qa^^ooe of C;teol*aBk Ai^oossion oim^bor 
17712:81 »d a sodiie corrcspordmg id position 515 of aim^ aciit s^qt?.^Jici^ 
eacoded by tho Huoloolide se<|uooci ox G^oBank Aci^o$s:ioo tmmber i77l28f, 
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CdkS ii> said sample. 

C-Ikim A mmho4 for de^^etii^g cyclm d^j|:>eadiSM kli^as^ 5 (C'dkS) ^c^m^^ kir^:ase aaivitv in 

Q yplogleal sample, wisich meil^^^iif rises detemimag wheiher the carb^xy 

$mml^ i:S:pte^pk>rvtet5i2d a; S€rii>e within a eaMfd S£^<>|u^^:Ke preferred by 

p^:e:?.ej,ice of acth e :i:dkS said samples. 
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l-khibfe I Curraa decteation im^fuded m AppeMM^$^ am^i^dJif^eM a;n4 »tO0$^ iM April 25, 

Ei^hifoii 2 B-^i .r^m^jlti mc&ded in AppdlantJj' ^«nd«M.md re^i^M^ Med April 25, 2CH)S (s^e 
page f of iMs a:pf eai). 

a^d respo^t^^^ fifed Apsi 25, C^^e p^i^ P ^iM^ ^^m. 
Ikhibii 4 Seqiiier^ee aligniBei^t eomparteg bam<in IM^I pwt^i?i$> kclyd^d 
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contrast to otb<?r cell ciivkfon ck Ickases to whicb M is closely telaje^ cdfeS appears riOl 
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^fki^e !?j^sj45isi> FKiS., 1^^^^ pfes ('>3^?f^ kj5X?t$<; B Xxg a^. 

im> ••■3 :p<^&^^j$^i- hvdti^^ ;^:ciid^^ |<;'^:->^- 

Oi^i ?j.t tiit; xij^c^j^llsi- ?iSJ3|iEi$> -Si^J^dJ!:- '(^k'ii|:< ^s;l^<(>%) 

g>->C54' -.th*- Itexry .tstsa^Js. 

SiJj: I^i; S;S; t :l. Cj|?Si^?^^iij i^:?X ^>C':^^i >C;?^mf JiC^^i 

Tci' 'tote- px'^sl^g^^^^^^K-ie- -ssf -CM i&o- 

BO:yS: kteSfiiS -SitrM^ly . -5^ 

c^iCSijiiiiliiy ptep^^^jjj'ktii pe^jjidic?! i^virkh^^iS j?) Gki iij?>:^ A^>p 
(Tsfefe- l)v 'fe' 0I» ■^ij.i^^i?- |i??^:fer:«sl s?^«s- oiher 

Thsv;? was :'>oysv? joy^^p(:^:"il)ci;i;j^ ii^ iJ:^^;: Asp- ws^j. ^tixvi^j-}:^-' 

pt^kr? ^^v>; r Ai;p S:^ sl^e r 3 :ij?d - 4 pt^^^i ij o?>?i. 1;:^ sddi^ k -^t, 
ii^jiiiii-iJ? ^ver^i mOf^ JtJ.5:iJ5>;g^s: s:Jskc$^is5 <is |J0$Mi5>:«s C 

a i?5ti-^l0Wii|y' jjlitJ$-pl3:0ma?-<ii^ ?;^Sjjo«, CKIX JJ? Jikii]^^ ti> 

C^K^IS 4$ ;jpj^iii:k Jiboiij. thvit pO§^iti>5ri ol :;i>?|:;j^i:V>jh- 

Ff^t«i^?m4«sl M«i$.m- (11 ?§s^fe$triS:$o «jfp3IICI>;M^* 

o;5:j^xx?ml ai>-; pjoicdiik^Si^d f p;5:5:/iC:;DK5 (1 .3^?^-^ hi4■^i^^-Lv>;- 
S<^^ -l^?JO--l<y^i--Hx&-^^ ■I'g) i:> ixi c?os;<? i^:gys::iij:?j>c:j?:t wstiiv tbe siv^?? ih^Si 

'llsii* ixiotif jj? ^^jjxi^kr 'ihiVii^' ihsd w- pmlv^osjY r?osjjii^i^v5 lor 
f:^^:|hx A/CDK^l;?Mc5^cj^^^ fl;;c;$ij Xr5s><^Jt5i iBOii;:?^^^ 

fer?]?:^^ v3s?oe kjjriiii^iis sMrii ii^js:^^ ai-i^^m&j? i?J vivo 
SR$I thjit dk^ii53Ki|j5&tiori amossg |jot^§)5ij»| -m -vivo liargots h 
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Alts;.?, 




M ^^0mkm horn mt^&iikm m cmM 
^^bm^\ Th^? o-fjtijj^sl ^i:pti?:^?i ^^edj^vle<l i-r 

-^^ilm^f M-MWkA< M&M>- s. pnc#B3t Sssjr/ll^ti' Mf^i^* tjss^j^ti^^i 

p$^jgS'^?s-Sk>JJ 1^': <4!^><1«^.%:$; ^l^^l^i-kW (15. 16), "^^^iS 

■$;k:<^li Si? o|5«mai ^su'e^^-trais::. AKhosi^p 

gSWl^i : j;g;^Vii5J^S<m, 5:55 vivo S^5|>$t?^it^S ^St^^: k!e55i|^fid. 



NIj^:^ -1:5 ?»5.<^. IMil^ .2). *Xl»"«x5S}sp&«:«? dsi^i -oi- 

j^jj: MMA (1,,, ■ ■ ^^:C?.!^ i^^M), witJi c: 3:^i|$^?>i^f j^;,,,^^^^^^ viii>;:e ^jiSirs 

COICj;^ Hrkl: CM> li'^ijj^h^ r!i;*:^;ipt3:5s (4, 10, il< 1S> 

13) iiM lmmx^<>i0m px^m^'' ; s>Sj.jis^^:»<:'<:-$ 0> .^?;:,^5t likc^i^v 

ki5^Si$c (XJ)^ "Hi^:: lest ?,^$^;iiSi^lSit;> stt^ids &s5^$<;tj?^^ <it 
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5^ ts^s; 
:5^ sis 



v;:;*i;><h$ *<|!>.Sc>.-ii\ ii;isv:i<:.-<: 



^. |^j^X^^<^ 3 Slln^ Xj^i? SXl|<>50i>X^iXvJ |?Jv;:x?i>5m M tf<>J 

j.0$|jie?j.t5i. tlic $:l«itj:on?j. Ihs jjsid :lxft?c < 

j<i^:s.s?y:<^<j:i^o$ij)dj«i.t^ tfRv <WK> syK^cl is^tete^ o^^i:^i 

j-0 H-s-k: fee " to -r^ |jo(:k??m ol & Vi^jioy^s 

pxot^ixi l:i5X&$o$ isi 3 wexsi ss;ii|iKiO>i OiJ tl^e oi^si^ oi gciiitojr^^^ 

0;^ C^E:^ p. 125, (B), a?>d |^|^o$|>ho:5y^^^ liSsi), 



ol^sc-ivoii Si. tho --S o? i poi;;i?-k>i?^, Xi$ iij)^s^;:j;^i;i^i;>i R^^^i^xxi^^ 

A qtikk -^n. of tjxir eotes t?x Fig: $ m'tM mm^.- p^mmi 
Umfe... I'fjoso -fjjsc^i'is w^hmii^^k'^ijjiSk (rMj iis^r 

S^^ '^to- lo? k^fc 'lte) ^jik* • li^j^gLysi^Ii^l . Xhx$ 
|>am:::jkm- dvjjyr t^^^^ -4, - 2 ;p^jis&?& ijfl^i? A*;g^ 

i^ii>iJx?<tcl:i->j ;k^?5xt^i?^;. 'rj::o i:5f^::[i?$.-tkp^>:JxdK:??t kxtsiiKt^ji $i?o cvli^i^ 
•scxdjv Csljks^jj^. ixi 1:154^ -4." sod: -^^ ?*?^«l^#.sod 

W=^ixk?x^ si^tej;e^:l |o? ^itk sii :tho$^ po^^ijjoox. I<5 

j^oo&i^-; ::<dficii^d loi? o? : dx5$ ;po$xdo?i, 
" Tho.j?^«.pl&j5.stiOSi Ik^f ii^^-j^tjsjs|;sie^ §oIj- 
l^h>^ ^ix --3 jjot oompJt?kJy etef . %o pxodted 
-^3 pocket,: "ike xfe<o. of 5^K.:^,; h^iS- 'two i^^okSie ^>o^kte,. A .pos-^ 
ylol« «5i|H^^moo:o te t^JO s^i:|ocilvlty xlio p?^?'joj^t6 ;> Trp, 
>:^::ii:fkei. Oi :iiix $io;5^ogo^is pi-:slxk:<o of ■^r.^M ol Fl^sA, ox ;thxs; 
s?e$^j0S .(Fkv 3)-. "IM "IVp pfo^jde oooo?^yoi;v1oY &jo^ 
ssife j3^M$s:«io0$"tJ5 .:l^lio^ -yj5^&g. ?.o ife ^$;^jojx.. 




Mot., m^.:, B$ot.. 



$^iviys?5^k?J »tt MIMA iisid tlj^s tliiit bmcl 

Arg —2 te« prMi>ti«ly ■ ^ilissc^i j^e<l (15). 

M m- |wvkm% discusfi-M (Si), the 4*1 pocke^i k v^^^ry im- 

l^iSA: •>i?ki>^J^-^:W with ^iJ 

^iib iwjp- sidi;. cliithis "yi?fij;e? ?>5:oi>Si?y;ki;). I^i-?? m?^' 

wMj1^5> Jit -r 1 oa..|?^M.to si is mtteit :»jsc«.s- 

?:ho^ jjeptici^:^: (SI). All Fsf>>ds5ect«^l pj:o" 

vfii^i j:ha ?: we ^ij?.ve s^j v>j5?.j^iie<| i Ar^ s^^t 

i?s??jsafv tJ> te?':^ ?:bj:i p^^cke?, is m?t thsl SSi Axg 

•. ■•: 

•]Jho^^J5 :gr§^«J?':Si;>b'Sts>>i^$!J with Wk- jrsj^jfld^it^*-- tfkv4-2'3i5id 
43 p^jsjjiioas, th^^?-? Kii:ijj5:fj5 hsv^i 4if?l& pjs^k^ii;^ t>:) 

li&sk i?s: 4-2 sijjid 4-3 pocteji; stfjd ^^^i^jcts lor siliIj^ 

A5|? ^t p?JSit;iias^;s, Tby:S, wbxb ihe 

observed, h fK'SS't^mly pro vides exf^bti^stk^ixs- lor mt^^t oC ifecf 
s^^?^<-StJ>:jtk?s of s^igJ^l isx^jt^jjn Be-rf^bx 'kbm^:^ ^ mi- 




Cissies, ?t C^Jjibs I?. :5'^0^iSis<jjry)sUC>ft O^tiStf:^^ 

t 1 'iJit'-^. v^N'i^i.. 5^^S^^42^>:^--44>;^4■ 

^JyijiilJil^t, Jo 45-*:>J$« ss?i>5 Jv. J>N>rO^: ii44i ii^.:$^<ii<:":>>>.:>>^^ :;>J S^^^^^ 

^wixsii, .LB^yj;, vte-^ 3^;2;S:i5iM?^J^^ . . . 

a ;*jESwS ^ ^j«^S:*^45^;>J, ^I's^Ji^SSS Siiswiw ^sAvtiyyc 4o:fe 4i; 

0* StWfftJ Jij*SS>ij;> Oli^JS^SS:^ Mi^i;S^<.i;: J>s:^Vwi>--?- 

$J«!:5^^"!iS S*^ :^-.> ..^> H. ?!J^W>:iS\ Si^^i ?^^^S^^S;y. a :.':Uni:s>'> ki^^oJi^; jAift^^y;- 

vO':;:::^m^3 J4<i\\i:<:::l 4^4w«<;:4 ';"!iiYj-'>J>?>>v :;>^ ^ii^- •s<U<sjyiiv 4-":^^i<^:>>:;, S-l'ix^^y-C:- 

iJj^-^tic-fcv 5. W.; AJtiivM. i J. Cx.>>J>, K?. 4>: 5s>>^i>!>. iv';-:. «:RJ44 5;>cV 

£i«> & M. W. ^mfx, Y.1M< m- J^?. C^. 5^5; ;s»^S; ^- 

ijaiiSNt:, f»<iiiiu: { t;^ii5;wV ^i^C>$i i-xVJS4. 

jCiWiSMiJ^i, St.s. ^. si j;.. R to Sy^is, N St. >i->>$ii^ ^5. 'J ;=!y ^yi<:^ >!!*?i 

&V><:i4ik:i;i:^ j&i; ■«^i>:4;s^i;>x^^ kjMA ;fjf<:y:>:>fl 

thi^ N^MA ii^vy: u54i^M ^■>4r:>y;^^;::-^;f;^>:.:aii-;4 m\Xihi&4 
i<i><:: »4:;;>i:^ is- .-4. bj>S; ■ < ;<4:; ^i-?:4>;4-4;^;^:i . 

M.^^ i4:><ti^r i^sj^^i^i- fty M&;i:t;.i?^45i 

Joiys' iw.iikifeiy. iiiwi ?:j^&t&vSey<ft:>;F:w^ NiitJ.. Vi^A *>^;S>^'ti- 

:-S:^§j.^^i>§,. i^:., t . l^i^p-ivij^^^lij-c^^ 4iVv<; 



u 



VOL. 14 w 



S OTS S^dHOT^ES rROTiJN JS^NASES 



i^y^suifii isfi kws>ss: it :uife:^>sy$ss^?s->aiR\: «y«feiK kssisenii. BJ!SSS(> .? . 



Moi^ik sifyfsai^js >>r$aicj j^:^^'' j^iss^s iiS A v^i^^iiviivyi!-;. N?!?«?ir 




m%m 



Serial ^o JW?SJ2? 



